wo 2004/083426 



1 



PCT/JP2004/003776 



^^ m m 

0|J;^I*, CXCR4ii<£^^X(iCCR5Jtfe^=-©i^»iB5)Jl3*f Lr4iMfi<I'Ef:ie®iB5>J^ # 
t?:tg=f5;<7U;f^K [ftFjSspi 1 -292795#^# 1 ) ] . & 

-S7>^-tr>XRNA [!^a2 0 O 1 -5 O 2 8 8 {^^■XU2.) ] 35:<if 

1 ) ^mW- 1 1-29279 5#^# 
(«NFi^S:iR2) #a2 00 1-5 0 28 8 4-^^$R 
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*B<«a#(cfclAr. THIVj tit. t h^Sg:^^^r>^;i,;^ (human 
Immunodeficiency virus) ^M^Ls HIV-mt^-e(Z)^M<*^^t;o 

Sitts ^ife0iJ-e<S6fflLfc#as-ODN(DiE9iJt. ■ea>^MlB5>J-efe'SHIV-1(?5 
D I S^J^ t (DH^ ^^-ri^BJ ^ T? fe ^ o 

L) SlXzf^XS KpNL4-3 (1/ug) ^ h^>^:7x^ K Lfc293Tifflfla(c*5lt^, 

msit, m^mm(o^ms-om (o.iiwmoi/u o.sjumoi/u jst.m.oumo\^ 

L) KpNL4-3 (Ijwg) $ l-^>x>'x-j7 h Lf=293T$afla(cfc(t-5. 
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^4(*. #mS-ODN (1juraol/L) St;::^^^? KpNL-luc (1//g) 

msit. #aS-ODN (ljumol/L) StX^f^XS KpNL-luc (ljug) ^h^>X 
3?x<7 HLfc293T^flafzfc(t^, ^fl&I^HIV-1niRNAilfe^^^U^;u$RT-PCR|:: 

m 6 (i. HI v-1 ARNAsu:^a)5' i^a>«5t$^5efi<i(c^-rsfcisgir-&-So 

El 7 1*. HIV-iyyARNAa)5'3g<Z)«ig (A) &i;^(Z)2^RNA1tit^7^;U (B) $ 

■rijfeB^iiiTjfe'So 

Si 01*. t K5l5*^ifiiu>/<i^^^fi<it L/=t^;'t7'f;^xS'l4a>;IlJ^^^$^t• 
[ 1 ] 2|5:5IB^(D:t 'J dr5f <7 u^f-^^ K 
:s^^B^a):t'J =r5?^ U;*-^ Kicli, 

iB^m-^1T?a$tL^^SiB^iJli, HIV-KDDLS (Dimer Linkage Structure) 
W^\z^^-r (Dimerization Initiation Site) W^lSLXS^Oikmo^m 
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meRXSmi izm-r^'Dlz. HIV-1(DDLS(*. 5•LTR<Z>T«^P,gag||il&^ K>|| 
miz^mLXl^^o -<Z>^5ra)^>/^^g^,j^|RLJ5:L^:7^>:^>>f (flanking) 

iB5>j*^ 1 9 9 5^m^. Hlv-1a)1t^ia^^cfcl^rs^r•fc-5<tl^"5$g^A^*$ 

(Muriaux, D. P>, J. Biol. Chem. , 270, 8209-16. 1995) » l^i^SB 

if\-or'om-^vDLsmmizn^-r^D\sm\y-\(Dm.mizxii^Tzt<o 

V^tJil^U^V&^tm^^^ittz (Berkhout B. ZtU^van Wamel. J. L . RI\IA, 6, 
282-95. 2000; Damgaard. C. K. Nucleic Scids Res.. 26. 3667-76, 1998) » 
DISli, gaga>|@i&=3 K>smD (Splicing Donor Site) (D±3iE(^<4g LTfc y , 

*n(D»^-t:fcy. HIV<7>^^(camT*&-g»t%^t>tlrL^fcDIS^J|g(ZOl^r^,■e 
(S-ODN; Anti-692. Anti-694. Anti-703. Anti-713. at):Anti-715) ^gfi-L. 

■?-<z)H 1 v-1 m.±mmw^m Ltztz^, 5 am© 3 mrnoy >^-b >x 

:?f-yzr5?^U:7|-5^h* (Anti-694. Anti-703, 5turAnti-713) (D^tK ^^MmW 

::o>m. »\mmmzmmx&^tmxii>ti^m<om^i^mtLx. gag^jn^ 

(PPT-AS) (ZOL^r^,. H\V-mmm^m^i^MLfziii<. ZHi^<07>^ 
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m(D^t^m&^tLxm^X'$>^fcztit. mmmizit±<^mT^zt<Dx^tj: 

tzHblzlt. ^*L<tt3 0^aj.:iTT?fey. J=y^9^*L<f*2 8J^«jjAT-^fey, 

tsif^. mmt^ii^tj:< t'ti 5^mt>Motj:^mmiz^mm\z,x^ytj^.fx-s! 
f*ixf*2<@. cky»*L<(*n@) a)jgg;&^a^, ^a. &isy:zitx^Ltz 
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<!:<©fg^*a)^$<7>^;{)^P>, 2' -0-/ g ^f^ -j? bThi^ KA^J?^ Ll^o 
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(*^«|iU7H5?>?U^e/KAN^,35:^:?|-U=f';7t^^>7U;f^K (RNA) . -xTt-^ixU 
7H5^<7U:*-i/Ka)^;5Nf,^i:§^Uif7^^dpi.ij7t<5?-57b:t^K (DMA) . fc^Lx 

(RNA/DNA) l?fe-Sc:t3&<-^#^„ 
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[2] ^^BJOtftHIV^J 

ovittjii^tiK mxit. HIV (^Nf(c(*hiv-i) ommRmi^m. xf*Hiv (i^ici* 

H I V-1 ) a>mRNA^ L < f*^ >/ 'S/? ^i: <!f If ^ C <!: *<-e # ^ „ 

^^^^pa>gmM^!^©^^JS^l^ m^it. i^mw- 11-292795 

-SfttHIV^J, fe^tM*, ;*:^B^(0:t'J=r5J^U;?h5^K$^t?^>?^-^^:^t-§ 
fctH I V^J ^^ff § C t ^ § ^ 

m^xj^^(Dmmizt^t^mw(Dm^m. muizmn^^^mw\<K>Mr^:Bi.u^^m 
m'^mmtjitizn^WLxmtr^t}^ -mizit. $tj5oomgAxt>$ti5ooog/B<Digs 

^n^^omwmit^ *^Bj(D:t'j=r55^u:*-^K. Mrpx^mwjn^v-M,, 
x(*^^Bj<7>;*-ijrj5?^b^5^K^^t?K^^-jii^i.(c. m^iz^^)mm&<3\z^ ' 
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m 



:^mmmvit. HIV-1G)DLS (Dimer Linkage Structure) 

mmzW^-r^DlS (Oimerization Initiation Site) (Dm^Wim^i^^ 3mm 

55^U^5^K (S-ODN) T?fe^„ 

r6 9 0J 3lfA TTOOJ ) HIV-1 ML432:5^a>5' LTRr}3a>U3|iJg^,^j^i: LT 
mXtzi^mm^X^^. ^tc. rstemj . TLoopj , StX FBuigej I*. ^ 

:^^^eBG>^-Jdr^^U:S-5^K<J:Lr. rAnti-703j (iB5im^4r'a$;fx-i,ii 
^iB5>J) ^^nBL/co Jt^ffl;f.Jif35^U^5^K<tL-C. rAnti-692j (mmm 

^zvm^H^mm^m rxj^ rAnti-7i5j immm^evm^Jti^^&mm) 
^ L /= „ H I v-i a>RNA t^mmtamm^mLtjii^u^ha -ji^zt 'j^^^i,^ 

^KtLr, TRandomj (iB5JJS#7 7?a*;h.^j^SiB5>J) SUf ryos- 
Scramblej (iiB5im#8 T-a*;h,S^^iB^j) ^-^mLtc. ryos-Scrambiej I*. 
*^?ga>^U Kr-fc^ rAnti-703j <t 1^ DGC^S^^^-To 

(1) S-0DN&l/r3f^;^5 KpNL4-305jia^^A 

^mmmxit. hwmmf^^mmoigsmm (atcc#^: crl-ii268) iz. 

HIV-1^S/<>7^--efe§3f^;^5 f.*pNL4-3 (Adach. a. P,. J. Virol.. 59. 248. 

1986) ^mm^mALtzm^mi^x. mmmivmmLtcs-om<oH\\i-im±mm 



wo 2004/083426 



10 



PCT/JP2004/003776 



(Fu6ENE™6 Transfection Reagent: Boehringer Mannheim, LL 

c, USA) ^^fflL. "ta^m^cDzfn hzn-MzmcxmmLfzo 

(ommmmtfj:^<i:oizm^. mmm (37'c:Ruf5% coj) i^q-e-iiftj$#Lfco 

(D-MEM) ^^mLtzo 'XoBiz^ mm^'^ 3iMzmmLxi^^z t^muLx 
&iT<Dmmzmi^tzo 

^i^3>um (FuGENE™6) isnmy 'j—oRpm-mo^f^xm^mm [s-0Di\i= 

1//mol/^L. 5//mol/L. X(*10//mol/L (3SPg) ; FuGENE™6=50f&4&3iR] 
i?-r-5 c: t iz J; y ii^ Lf=FuGENE™6/S-0DNJ§?S100iU L^^S"!? xyKzMfc^jta L, 

FuGENE™6/S-0DN?t>g^iP;6N^2^FHmjgLfc^, l^a^^^AS KpNL4-3&u: 
h7>X7x^i/3>iitS (FuGENE™6) Ifll»:7 y-a>RPMI-1640Jg*feT!filf^ 
jgg KpNL4-3=0.01jt/g/juL ; FuGENE™6=50fS#«R] fzil^Jg^-T-S C t 

fc<fcypi^LfcFu6ENE™6/pNL4-3J§7|gllOjuL$#'!7x;UfcM(::»L. ^U- h 
^M<4Se.LT?B?QLfc^. (SycSOT/i CO2) Iz#Ls a^FmlfifegLfco 

FuGENE™6/pNL4-3}tj^^^]^;!)^6>2B#F^SgigL/=^. :^*fe^l^#s ^'^3lJ\.^ij 
^mmmit^m-kmyK CPBSW] 1mL-e3|Hl^^Lfco #'t7x;i.^109tFBS^:t 
RPMI-1640i&ife3mL$*0^fc^. (37''C&i;5% CO^) iz^L. 48B#rBlJg^L 

fee 

(2) Hiv-mi;$fflBai?9^>/^^Ka)*fisi 
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o.o5%h *j yiy>-EDimmo.5f±^m^. «ojia$'t7i;uANC,ii]A<Lfc^. pbsc- 

)0.5mL$#H7x;ufc*n^. M^Lfzo mmmm^^.5ml^^-yiz^[^^ 2000rpiii 

izm^mm (ifyi^i^-^mmmmm.mo pure Chm\cal industries. 
Ltd., Osaka. Japan) SOOjuL^Jn^. mf^^^MLtzo Sy^C-eiS^HMSLfc^, 

^^^mm[fi^>/i<7mmmmmtLtzo 

(3) p24mj^a<Z)jSiJ^ 

lli)XL/ci5S&t/ifflflSl?g^>/-?/7^,c^:^$;H.-5HIV-1a>p24tftll»$. CLEIA 
(Chem i I urn i nescent Enzyme I ramunoassay) [z ,fc y fij^ L „ 

m^^JfitJlcl*. TlTlKa)#i;?g aUMIPULSEm#M:Fujireblo Inc.. Tokyo. 
Japan) vmmtj:mm (10<^10000fg) fz^^S?L^c„ ^;»«250//Llz. miS® 
P241^*^MS;^ (LUMIPULSE I HIV-1 mmi^mmm; Fujlreblo Inc.. Tokyo. 

Japan) soui^m^^ m<mm^i±fzo T^ma^mM^m clumipulse f; 

Fujlreblo Inc., Tokyo, Japan) ^ffll^r. Z(Dmm^(DH\y-^ p24milfi^;|ij 
P24tfi:m»ici|-r§s^^$^3(c. ^itl^j^^^-t, 

mZR^Sm3lzn^,^X. rNL4-3j tt. 3>hP-;U (^^j:;h)^. S-ODN^SSAQ 
LtJiit^-ofzm^) (7>3^m-efc§o 
ll2IZ:^-r.i:5(c. S-ODN rAnti-703j ICcfcorHIV-1<D^^AN*®<ilz}q]^J^H. 
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t^^o ^ll^i*LfcS-ODNT?fe§Anti-703(CJ=i,H7^;UX^^»(±. Anti-703;1 
LXl^^Ztfj^io. ^§6<JiB5»J ^(DAnt I -mo^M^ tj:^-^ Ic J; ^ H I V-1 m^mW 

tZo 

( 1 ) S-<SDmxS-:f=y7s^ KpNL4-3CD3lic^^A 

mmmziz^l^X. Anti-703(zj:^HIV-1il^RiS7b<^^;h,. ■€•*le,A<J^^,^T 
*a)r-fe^Ci:A«*$*ifco HIV-1 p245»>/'?^M(*, msiz^-f^olz^ Gagm 

fi«LriN§ mi^m) tznb^ ■t^xm\y--i<Dmmizn^-r;§iCtti^ib^ 
mmmxit, MtE\^tcs-<iDmm(DiimAizt^^mzi^m-t^(Dti^t:-^=yx^ k 

pNL-luc^fiJffl LT^i* Lf=o 

:^^^^m^mmT^fmMztj:^o mmmzxnmLtzpZA^mit. hiv-i^^tva 
^^ii^ i^mm^ ^^mB=¥-mmx h ^(oizm Lx . ;ui/:7x^— >/<^M\t. 

^mi^xti^ioumm^iz, mm^^ornjuizmmLxi^^ z t ^^m\.x\>xT(nm 
mzmi^tzo z(o^^x<j>mmt,s ^^om.m.ofsm^B.x^-otzo 
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(FuGENE™6) Jfil>f :7'J— (DD-MEMT-m^^Jt [S-0DN=10/imol/L ; 
FuGENE™6=50f&#«f?] Ic^^-T § ^ <»: (z J: y |SM LfcFuGENE™6/S-0DNJtjS100iU 
L$#'^7x;UcMfc^APL. :^U-h-$a<iSC>LrjljH]Lfc^. ±§§^ (37°C 

jsl iS5% CO2) L > 2 mmmm l fc » 

FuGENE™6/S-0DNJ§j^^*nANP,2B#rBmjiLfc^. ^^th^^:^^ KpNL-luc;RtK 
h^>X:7x<7i/3>i«a (FuGENE™6) Jfil/*:? 'J-a)D-MEKIl?m^iiJt c:^' 
5 KpNL-luc=0. 01 // g//i L : FuGENE™6=50<&#5g?] (z#|R-r ^ 1 1= J: y 
iimLfcFuGENE™6/pNL-luc>g;'^100iuL$#'t7x;KzjElc^inL. h^g 
<iit,Lr;raL/i:^. J$«|§ (37°CSi;5% CO2) IC^L. ZmmWcW-Ltzo 

FuGENE™6/pNL-luc}t?S^iQANP,2^^^mL/=^. ^'^x;!/^ 
10% FBS^WD-MEM 2mL$iD^fc^. (37°cai/J5% CO2) Iz^L. 48B#^J$ 

(2) STOl^^>A-$7S(D5lt£4 

itm^«A7!>>A>48B#Fp1^, ±/*S^ffiiy|^^, #'!7x;U$PBS(-)1mL-e2lHl^^L 
fco 0.05%hU:^i/>-EDTAJtm5mL$j!in^. J$#|§ (37°CSt;5% COj) l*ll?5^ 
FBlSca-r'SC<!:fcj:y, ^fla^'^>x;U;6^?,ilJ;b<Lfc^. PBS(-)500iuL^#'!7x;u 

50;/L(*. iBM^^^^fci^Xc^fflLfco $fflfl&^^jg^2000rpm&u:m;S(cr3 

tz'^s 150/iL$»ja>1.5niL^zL-:?{c^L. ^jaiOHJg^jS (4) t?figfflLf=o 
a-S^fflM^jiSISO// L$2000rpmSl/^;SlCT5^^FBl3i'i>:J3^^ Lfc^. ±J&a) 
PBSH^IJjyi^lNfco ;:tJ^Lf=mict°'V*i;->«j#^j^ (Wako Pure 
Chemical Industries, Ltd., Osaka. Japan) 100//L^Jta^s Mf^^mMLtzo 
13000rpm;Rt;M^(::r. 10^Fp1JiiD^^giLfe„ ±Jt$Sija)1. 5niL5^i-^|C3^ 
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— (LUMAT LB 9507; BERTHOLD) iz^iJm^Lfzo 



mmt:m4lZ7r:ro m^lztSl^X. rRanj it. S-ODN TRandomj a)jgmr*fcy. 
r703-Scrj it. S-ODN rvOS-Scramb I e J (D^g^-efey, FNL-lucj it. =i>hP 

lzAnti-m^z^i^x^t. ^^^^MpZAtiimonm^mmLtzotmmiz. 
f\^'^y:^^-'ii?s^umiztsi^x^mmiz^>fi<7m(o^m^mmLxi^tzo m. 

mmmmizisi^x u yf^v-Aom^^mmt^ z t x^ :y^^<7n^m^mut^ 

C t b tiT l^ o -^-Ifil^l^ L fcS-ODN<DAnt i -703fC J; -S^^W'&H I V-1 ^^Ri 

>^^M<DUi^Lm^i)mmx&^ztt^<7^:m^Hfzo 
^as^tfflIcJ:§sflflas147!)^^^;f^Tt^§o ^mmmxitH\y-^m±mm^m0^ 

o/iAnti-703<!:GC#g^|^^|zLfc703-Scranible (703-Scr) (coint 4,l^#f:: 
^ C JEi: o /= C 0) t >x (c J: ^il^E^=^^;sa>m^:^4il*m e>;h.5£»: 

c*Le,(D^^ANP,. knt'i-miz^^my-wm^momo^iiK Hiv-i^>/^<7g 
^J?gl:<^>Mi!;'lc^4-LrL^§c:t. ^y-s Hiv-i nm<DD\smmt:^mmizmm^ 

^ZtX. H I v-1 y y ARNAcD^^i: -fmRNAfc ^, Wlc-f^ffl L T H I V-1 G>^^S 
t^it^H^^^ J: < RiW L T l^ -5 C <!: 3b<S^ $ tL. Z (DH I V-1(0D I S^J|E;!)<H I V- 
1iqi$iJlcfciNr^^fi<jj5:^W$Pfei: J5: y 5 -5 z t A^^i^^^tfco 
(4) SBflSWHIV-l RNACD^^SCD®:^ 

Cti^-e^^fecfc 3 (c. Ant j-703A<3a^Wf::HIV-1 ^ >/i<7M<0^m^5^m&^ 

izmmLxi^^ztt}<^^^fzfj<. 7>'f-t>xmm<Dmmt lts-odn-^^^^s 
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mT>'y'iz>7.mmizJ:^i^^mAt(D-mmmmt<. «l*lRNase m^mttj: 

CTRIZOL (^mmm) Reagent: Invitrogen Japan K. K. ] "^mi^xm^mm^ 
mthL. MicDNase I^HS Lfc^RNA$ffltxriaft$K^»m-7K'J ^ ^— ffaiSaJKfB 
(RT-PCR) ^mmLtz. RJ-PCRmoy^^-^-tLXlt. HIV-1 RNA(35gag^i|8$ 

iLT. y'J-fe;i.T;U7^t K3-U>^f^tKPV:>— -tf (63PDH) ^m^t^ 

mm^msiznkro m5iz^i\x. tmj its dnat-^-^^iei^l. fnl- 

lucj f*. 3f^X5 KpNL-luc^^ADL. S-ODN$^*p L^j:^5^o/=ii^0[)^^r*fe 
ys rN.C.J its KpNL-lucStXS-ODN^^AnL^f*Nofcii^a>^:^T?fe 
rRT(-)pML-lucj It. KpNL-luc^^jtaL. iilK^^^^^Jta L^C 

g|5fz:^-r<fea(c. S-ODN TRandomj ^L<ttS-ODN r703-Scrarablej . Xf*:^ 
KpNL-luc^^a»fziifE^^ALfc«BlflafcfctNrf*/\'> i-^OMiftmitfi^M. 
i^tltJil^OlzmLX. m-]<Dd\S^m^tLtzS-Qdmz^lsxitH\y--l RNAite^ 

mmmi(Dm^Pi><^i^h. mzAnu-mizisi^xit. RT-i>Gmz^^Rmmm^mm 

icL±<0^m^ y . #13^1* L/=Anti-703(zJ:§^^6<,4^HIV-m±Ri^3am7&^ 

m w ^ mo^mmm t mmm^oi^^iz j: -g,RNA<D^^<§?ic j: & ^ 

^m<D^?gatXRNAS<Z)M'J>fcj:^*,<DT?&y. S-ODN (Anti-703) HIV-KD 
DISfcS* LTiB5iJi^Mfl*J(c;^fl^RNA-.iig^ LT '!7-<;ux«4^(D^:^^Ri^ LtzZt 
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mmm2RiS3vmm L^Ant 1-703 s-<iQn(omtfyi^mmnt\-mi}^p>5- m 
xf±3'iiijizio^^-rs LfcBB5>j"e&sAnti-694 (.mmm'^sxmtH^ik^m. 

mnXommM^^J *J lyjim^^mLs HIV-1 NL432^* (Adachi, A. et al., 
J. Virol.. 59, 284. 1986) $7K±T-90^K?R^$-|±fc^. RPMI-1640J§Jfer*3I51 
t5t}tL. mmzJ^mLUii^':>tc^i^tj:^>CJUX^m^Lfzo -ecfc. Anti-703^ 
•^tr#aS-ODN (0. 5 /i mo I /L) ^itfe^ ^ AtIiJDMR I E-C ( I nv i t rogen) tM-^L, m 

^m^^Qd^-To ^9ic*5i\r, rpcj r±s-ODN^^J!I^L^^A^ofcl^ 

moiZTikLtz^Olz, Ant i-703<DX ^ ^ > :^;Hfi$lJ(OS-0DN (Scramb I e) iilL9^<0 
3O<DS-0DN(Antj-703: Anti-694. St;Antl-713) (cfc^xTs l^l4^MtJ±^L 

x$^^izmi^mo-(ji^7.mm<miibp>^tio z(Df^mits ztn^os-mmn h 

S-ODN<!:LT. Anti-694St;Anti-713<7>tt^p y Iz. gag^J|g^m«t-r'528AS 

3fU>h^«;/^fgi^$^f6<jt-r^PPT-AS (iB5iJ##l 0t?a*;3F;K-SJg»iB5iJ) ^ 

^H^gll Od^T^-To SI OfcfcLxr. r703ASj [*Anti-703(D{iSm-e 

fey. rpcj (*S-0DN$aS*DLJS:;{)Nof=Ri14^B^a)jg^-t?fc§, 

> K^-y^fiiie^aMir-^-SPPT-ASfi, DIS^l|g^41fi<)<i:-r'SAnti-703IS^ 
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li ^ ^ ia 

1 . i25iJ##l r•a**L^^SiB5lJ<Z>m6#e-^4 4#a(0i^S;!)^^,J£^:-SiB5lJ 

2. IB^m-^l ■ea$+i^^»iB5iJ<7)||6Sg~B4 4#g(Z)igg7^>^e>^j:-5iB^J 

iS'R&ffl^mMm^Io 

7 . ^i^m 1 ~ 3 a>L^-rtL;b>— :®(c|Eiga)7h U =r5? K$. HI VOJ^^X 

8. it*^1~3a>t^•r:h.;!)^-^lciBita>7f■'J=^5?^u:^-^K<D, itHIV^iXI* 

HIV(D;^ili^L < f*^l»fflEaiajiE!|^$iijg-r-5fe«)G)fl6fflo 
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FIG. 1 



3r 



1.- 



S'-ACGCAGCACUCGGCITOGCUGAAGCGCGCACGGCAAGAOGCGAGGGGCGG-S* 
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SEQUENCE LISTING 

.<110> JUNSEI CHEMICAL CO.. LTD. 

<120> Novel ant i sense oligonucleotide and ant I -HIV agent 
<130> TAK-710 

<150> JP 2003-076254 
<151> 2003-03-19 

<160> 10 

<210> 1 . 

<211> 49 

<212> RNA 

<213> Human immunodeficiency virus type 1 

<400> 1 

acgcaggacu cggcuugcug aagcgogcac ggcaagaggc gaggggcgg 

<210> 2 

<211> 20 

<212> DNA 

<213> Human immunodeficiency virus type 1 
<220> 

<221> misc_feature 

<222> (1)..(20) 

<223> All i nternuc I eotide bonds are phosphorothioate bonds. 

<400> 2 

cttcagcaag ccgagtcctg 

<210> 3 

<211> 20 

<212> DNA 

<213> Human immunodeficiency virus type 1 
<220> 

<221> misc.feature 
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:<222> (1).. (20) 

<223> All inter nucleotide bonds are phosphorothloate bonds. 

:<40p> 3 

, c^cttcagca agcogagtcc 

<2ri> 20 

.<212y DNA 

■ .<2 1 3> Human i mmunodef 1 c i ency v I r us type 1 

■••■<2i6>- ■• 

<^221> miso::.feature- 
. <222> (1),. (20) 

V^^^^ A", internucleotide bonds are phosphofothloate bonds. 
<400> 4 

tgccgtgcgc ngottcagcaa 

<210> 5 

<211> 20 

<212> DNA 

<213> Human immunodeficiency virus type 1 
<220> 

<221> misc.feature 
<222> (1)..(20) 

<223> All i nter nuc I eot i de bonds are phosphor oth i oate bonds. 

<400> 5 

cctcgcctct tgccgtgcgc 

<210> 6 

<211> 19 

<212> DNA 

<213> Human immunodeficiency virus type 1 
<220> 

<221> misc.feature 
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<222> (1).. (19) 

<223> All internucleotlde bonds are phosphorothioate bonds. 



<400> 6 

ccotogcctc ttgccgtgc 

<210>. 7 
<211> 20 
<2i2> DNA 

<213> Artificial Sequence 
<220> 

-4223> ~ Desor-i pt i on-of-Art- i f I c i a I Sequence ^ an art i f I c i a 1 1 y synthes i zed- 
randwn sequence 

<220> 

<221> misc_feature 
<222> (1)..(20) 

<223> All internucleotlde bonds are phosphorothioate bonds. 
<400> 7 

gcgtcatacg tcttgcggac «, 



<210> 8 

<211> 20 

<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: an artificially synthesized 
random sequence 

<220> 

<221> niisc_feature 

<222> 0).. (20) 

<223> All inter nucleotide bonds are phosphorothioate bonds. 



<400> 8 

cggttacgcc atgcgcatcg 



,20 
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<210> 9 

<211> 28 

<212> DNA 

<21 3> Human . i mmunodef i c i ency v i rus tyi3e . 1 



<220> 
•<22i> 
<222> 
<223> 



<400> 



mi8'c_feature 
(20) 

All internucleotlde bonds are phosphorothloate bonds. 



9 



€gotatcgca-cocatotctc tccttcta gg. 

<21d> 10 

<211> 37 

<212> DMA 

<213> Human immunodeficiency virus type 1 

<220> 

<221> misc_feature 

<222> (1).. (20) 

<223> All inter nucleotide bonds are phosphorothloate bonds. 



<400> 10 

ttttcttttg gggggttttt ttcccccctt ttctttt 
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